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Cyclosporin derivs. are produced by incubating Tolypocladium inf latum in a fermentation 
broth with 3-f luoro-D-alanine or its 2-deuterated isomer. T. inflatum was incubated 
14-21 days with agitation at 27° in a culture medium which contained glucose, casein 
peptone, MgS04, KH2P04, NaN03, KC103, FeS04, and either 3-f luoro-D-alanine or 2- 
deutero-3-f luoro-D- alanine. The • clarified broth was extracted 3 times each with 
methylene chloride and acetone. The exts . were pooled and dried under vacuum. The 
residue was solubilized with methanol, dried with anhydrous Na2S04, filtered, and taken 
to dryness under vacuum. The samples were submitted for HPLC anal, 
isolate the cyclosporin derivs. 
123301-36-OP 123313-99-5P 

RL: IMF (Industrial manufacture); PRP (Properties); 
(Preparation) 



to determine and 



PREP 



(manufacture and structure of, of Tolypocladium inflatum) 
RN 123301-36-0 HCAPLUS 

CN Cyclo [L-alanyl-3-f luoro-D-alanyl-L-2- (methylamino) glycyl-L-2- 

(methylamino) glycyl-L-isoleucyl-6, 7-didehydro-3-methoxy-4-methyl-L-2- 
aminooctanoyl-L-2-aminobutanoyl-N-methylglycyl-N6-methyl-L-lysyl-L-valyl-L- 
2- (methylamino) glycyl] (9CI) (CA INDEX NAME) 
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RN 123313-99-5 HCAPLUS 

CN Cyclo [alanyl-3-f luoroalanyl-2- (methylamino) glycyl-2- (methylamino) glycyl-4- 
f luoro-D-valyl-3-d-6, 7-didehydro-3-methoxy-4-methyl-2-aminooctanoyl-2- 
aminobutanoyl-N-methylglycyl-N6-methyllysylvalyl-2- (methylamino) glycyl] 
(9CI) (CA INDEX NAME) 
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IT 59865-13-3DP , Cyclosporin A, f luoroalanine derivs. 

RL: BMF (Bioindustrial manufacture); BIOL (Biological study); PREP 

(Preparation) 

(manufacture of, with Tolypocladium inflatum) 
RN 59865-13-3 HCAPLUS 

CN Cyclosporin A (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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